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DETAILED ACTION 

Applicants' arguments, filed 14 January 201 1 and 25 January 201 1, have been 
fully considered. Rejections and/or objections not reiterated from previous office actions 
are hereby withdrawn. The following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

Information Disclosure Statement 

Applicant filed an information disclosure statement on 20 July 2006 which listed 
three separate non-patent literature documents. These documents were not considered 
because no documents were provided. Applicant provided the three documents in the 
response dated 25 January 201 1 . However, these documents are not legible, and as 
such, are not considered. 

Claim Objections 

Claims 5 and 6 are objected to under 37 CFR 1 .75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is required to cancel the claim(s), or amend the claim(s) to place the claim(s) 
in proper dependent form, or rewrite the claim(s) in independent form. These claims 
depend upon claim 2, which has been cancelled. Applicant should amend the claim 
dependencies such that claims 5 and 6 depend only upon pending claims. 
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Claim 13 is objected to because of the following informalities: Claim 13 recites 
the word "orbudesonide." This appears to be a mis-spelling of the drug "budesonide." 



Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 1, 3-6, 8, 10-13, 15, and 20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kim et al. (Journal of Microencapsulation, 2002, Vol. 19, No. 6, 
pages 81 1 -822) in view of Hassan (US 2002/01 1 991 6) . 

Kim et al. (hereafter referred to as Kim) teaches microspheres comprising the 
felodipine (a drug) which were prepared by an oil/oil emulsion evaporation method, as 
of Kim, page 81 1 , abstract. In one embodiment, Eudragit RL and Eudragit RS 
(methacrylate copolymers as required by claims 1,11, and 1 2) were dissolved in an 
acetonitrile/dichloromethane mixture then emulsified into corn oil using 2% Span 80 
(polysorbate 80) as the surfactant, as of Kim, page 813, top two paragraphs, and page 
1 , Figure 1 , reproduced below. 
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In the method of Kim, the particles made from said method are sized from 9.5 to 
13.2 microns, as of Kim, page 81 1 , abstract. Kim, when reviewing the prior art, teaches 
that systems comprising Eudragits are useful for the preparation dosage forms for oral 
administration, as of Kim, page 812, second full paragraph. 

Kim does not teach "at least two surfactants", as required by claim 1 . 

Hassan is drawn to a process of manufacture of particles for the delivery of water 
insoluble drugs, as of Hassan, abstract, wherein said process is an emulsion process. 
Hassan utilizes surfactants which may have a HLB value from 1 to 20, as of Hassan, 
paragraph 0019. Hassan suggests polyoxyethylene sorbitan fatty acids generically, 
which are known by Hassan as "Spans," as of Hassan, paragraph 0027. Sorbitan 
sesquioleate is a preferred surfactant of Hassan, as of paragraph 0027, and the 
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surfactant known by the trade name Arlacel 83 is suggested, as of Hassan, paragraph 
0038, wherein the term Arlacel 83 is a trade name for sorbitan sesquiolate. The 
particles made by the method of Hassan are taught for oral administration, as of 
Hassan, page 5 claim 21 . Hassan teaches various drugs including prednisone, as of 
Hassan, paragraph 0012. 

It would have been prima facie obvious for one of ordinary skill in the art to have 
substituted the surfactants of Hassan for those of Kim. This is because the surfactants 
of Hassan are predictably known to be useful in an emulsion for oral administration with 
a reasonable expectation of success, wherein oral delivery suggested by Kim. The 
simple substitution of one known element (sorbitan sesquiolate, of Hassan) for another 
(Span 80, of Kim), to achieve predictable results (making an emulsion for oral 
administration) is prima facie obvious. See MPEP 2143, Exemplary Rationale B. 
Furthermore, Hassan teaches the entire genus of surfactants known by the trade name 
"span" (which includes the surfactant Span 80 of Kim), yet teaches that sorbitan 
sesquioleate is preferred, as of Hassan, paragraph 0027, which would have provided 
the skilled artisan with even greater motivation to have used sorbitan sesquiolate. 

Arlacel 83, as taught by Hassan, paragraph 0038, reads on the requirement of 
claim 1 of "at least two surfactants" as it is a combination of sorbitan monoleate and 
sorbitan dioleate, as of page 6 lines 6-7 of the instant specification. Furthermore, the 
term Arlacel 83 is also known as sorbitan sesquiolate, as of page 7 line 7 of the 
specification and Hassan, paragraph 0038. 
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The above references do not specifically teach pH dependent release, as 
required by claim 8. However, the skilled artisan would have understood that the 
polymers used by Kim and Hassan, specifically the polymer known by the trade name 
Eudragit RS (as of Kim, abstract), would have possessed this property. The polymer 
known by the trade name "Eudragit RS" is recited by claim 1 1 , and is disclosed by the 
specification at page 5 line 6. As such, the polymer known as Eudragit RS, which was 
used in the prior art, would have had the same properties. 

Claims 14 and 17 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Kim et al. (Journal of Microencapsulation, 2002, Vol. 19, No. 6, pages 81 1-822) in 
view of Hassan (US 2002/01 1 991 6) as applied to claims 1 , 3-6, 8, 1 0-1 3, 1 5, and 20 
above, and further in view of Perumal (International Journal of Pharmaceutics, Vol. 218, 
2001, pages 1-11). 

Kim teaches a method of making an oil in oil emulsion for drug delivery with a 
surfactant. Hassan teaches sorbitan sesquiolate as a said surfactant. See the above 
rejection. 

The above references do not use ethanol as a solvent, as required by claim 14. 
Kim is silent as to the temperature at which emulsification occurs, as required by claim 
16. 

Perumal is drawn to an emulsion process for preparation of microspheres 
comprising the drug ibuprofen and the methacrylate polymer known by the trade name 
Eudragit RS 100. In said procedure, ibuprofen and the Eudragit polymer were initially 
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dissolved in ethanol, as of Perumal, page 2 left column section 2.2, bottom paragraph. 
The emulsification occurred in a thermally controlled room at about 20 degrees Celsius, 
as of Perumal, page 2 right column, top paragraph. 

It would have been prima facie obvious for one of ordinary skill in the art to have 
used ethanol as the solvent to dissolve the drug and the Eudragit polymer in the 
procedure of the above references, as taught by Perumal. The skilled artisan would 
have been motivated to do so because ethanol is known to predictably act as a solvent 
for the combination of both the drug and the Eudragit polymer vehicle with a reasonable 
expectation of success, as the procedure of Perumal successfully produced 
microspheres. 

It would have been prima facie obvious for one of ordinary skill in the art to have 
used a temperature of about 20 degrees Celsius (as taught by Perumal) in the 
procedure of the above references. The skilled artisan would have been motivated to do 
so because 20 degrees is taught to be a suitable temperature at which to make an 
emulsion, as taught by the procedure of Perumal. As such, the skilled artisan would 
have been motivated to have predictably made the emulsion of the above references at 
20 degrees Celsius with a reasonable expectation of success. 

Claim 16 is rejected under 35 U.S.C. 103(a) as being unpatentable over Kim et 
al. (Journal of Microencapsulation, 2002, Vol. 19, No. 6, pages 81 1-822) in view of 
Hassan (US 2002/01 1 991 6) as applied to claims 1 , 3-6, 8, 1 0-1 3, 1 5, and 20 above, 
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and further in view of Satturwar et al. (Journal of Microencapsulation, Vol. 19, No. 4, 
2002, pages 407-413). 

Kim teaches a method of making an oil in oil emulsion for drug delivery with a 
surfactant. Hassan teaches sorbitan sesquiolate as a said surfactant. See the above 
rejection. Corn oil is the continuous phase in Kim, as of Kim, Figure 1 , reproduced in the 
above rejection. 

The above references do not teach liquid paraffain. The above references do not 
teach an ethanol solvent system. 

Satturwar et al. (hereafter referred to as Satturwar) is drawn to the preparation of 
Eudragit (polymethacrylate) microparticles, as of Satturwar, page 407, abstract. Said 
process utilizes acetone/isoproanol as the solvent and liquid paraffin as the continuous 
phase, as of Satturwar, page 408, Figure 1 (reproduced below). 




(Cl.3 fnni nsezle study jpuvfiS j>st, 5 !fliis) 
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It would have been prima facie obvious for one of ordinary skill in the art to have 
substituted the liquid paraffin phase of Satturwar for the corn oil phase of Kim. This is 
because both materials are predictably known to be used as continuous phases in 
methods of making emusions comprising polymethacrylate (Eudragit) polymers with a 
reasonable expectation of success. The simple substitution of one known element 
(liquid paraffin of Satturwar) for another (corn oil of Kim) to obtain predictable results 
(successful manufacture of an emulsion comprising polymethacrylate) is prima facie 
obvious. See MPEP 2143, Exemplary Rationale B. 



Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ISAAC SHOMER whose telephone number is (571)270- 
7671 . The examiner can normally be reached on 8:00 AM - 5:00 PM Monday-Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick F. Krass can be reached on (571)272-0580. The fax phone 
number for the organization where this application or proceeding is assigned is 571 - 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/ISAAC SHOMER/ 
Examiner, Art Unit 1612 

/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



